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RNA 2-Ela(motif)^l ^^(stein)3i)- f.(ioop)» ^Alofl oiAj-g- ^ o.xj^ , rna^ji 



1 




HO 



(^7l^o||A-1, Ac ^ iflciflA-l ia>«i). 
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vi1^T3>ol^-^A>^Blii|fe ^BllS. ol^^l, ZL^ :^12:«<3-'^ 11^ -§-£{HErrERODIMERIC 
CONJUGATES OF NEOMYCIN-OXAZOLIDINONE. THEIR PREPARATION AND THEIR USE} 

70~80%» ^-B-*>:n. $1^-. nel^-. ^S^(encoding)^V 
^ RNA<^1 ^^V7> ^;^>7> m ^ ^•^'l ^ "ir^^m-H. RNAoll ^-§r^ ^ 

<3> RNA tfl^ ^s^^^ ^=^7} RNA ^;^>7V 7}^ ^^tt ^^7> 

sl7l -^^^7} «37l^(base-pairings)-i: <^1^^ ^<H<=>> tbi=1-. -^^K 

RNAfe DNA^q-^ ^=-711 ^71^^ ^^>^ ^^(loop)^ 7>;^lJl . 

2s> 3^> o}^jL ^^i ^^^^4. s^v 

91^ -a:^^ ^D^i-j (pocket) SL^^^* Si^. 
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<4> 



JL ^M.^ RNACribosoraal RNA, rRNA)«fl'«>i ^-^^Hl^l 

A^AV^Vfe 16S RNA^ A AM:E(site) RNA <37l a^^o] nfl-f ^ 

^s)ol ^^o] SZ-^t^. '^Ifl ^€^1^ ^''^^ ^^1^ ^ 

^-%-^^] € ^ Sl^. o>Plic-i-e|-ol^Afo]:E.(aminoglycoside)^ <5Hi:.7l 

(amino group)* 7}^]^ 9X^^ . ^3^^ pH«=>ll^i '^J^^^* ^S^V^^oi 0^=0.3.^^ 
^^Jtt ^-^l^ rRNA^ 16S rRNA A a>o-|eo|] ^-g-^o] ^o] o]v] 

SX^. NMR ^2:'aT^'=^1 ^«}^, RNA^ ^^(stem)^^"^ o>Ti]ic#5^SA>ols.7> 
•f-^S-Ai T^2:7> -i-Cextended loop)* <^l-f-^ 

ll-^^cf. £^5^1+ o]^^^ RNAofl m^^^ o>Pii^-l-e)^AH-^^ ^«^Pj<^l>l ^^^^ 

^^1^^ 71-XlJL ^, <y=^«>€ -^Vt^li^^H^MAlolc^ ^ RNA^ 

o]c-. 2 ^V^:^ 3 x>^^ ^2:* 7}^ c>1'^ RNA <^]S. ^'M^S.-l-dnicroM) ^^£^1 

2:^^ ^-^S, ^ J:a.ol^:SD(hoinodimer)» 
RNA<H1 ^o]^<^ ^^1^ ^ 
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^^7V RNAofl 2 7B trfl^o] e ^^7} ^^Sj^^ ^. ^^1:«=>1 7>^1 

^ s-ol^cfl:^ ^ ^^71- ^^1^ '^^l^^ (heteo-dimer) ^^V^^lii^el 

^^^}^ ^o]^. Tor "d^^^l ^^"^t '^^'^l ^*>^. *l-3.Bl^(acridine)ol2l^ 

SZLpV^ ^^#51). 6>T3li^^sl^A>ol:=^ ^tt ^^IS. <^1^^1fe ^^tt RNACRRE 

motif)<^ ^'g^*^ «1«fl ^ lOOtiB ^3£^ ^^1^^^ ^^-i: M-^^-^fl^i^. <'}3.^ 

5.. ^^ole).^ :£<y: s.o]:^oi 7>^lal ^^1^. «S7lA-1<i ^cl^ol^l^ :^^t^ 

^ ^olc).. T^sj-Ai, ^;^t!r 'H^^ 7>^ RNA 2.^1 = 6)) l-(loop) ^■ 

o]^oi ^-^^ ^ Sife ^^#4 ol-n1ic^B^SAl-ol^ol 

-a^^ ^l^m 7V:^H. >llS*V7l ^ ^^-a: ^<^1^^ 

•g:^^ ^°11 #5.^2)1 ^*l-<^ 
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^A^*V^o.t^. ^^^^ omn^ ^7>^1 RNA Bfl-f ^ol^^ 

<7> tb^, 7fl^€ ^'^l^l ^ ^M-^ ^A>#s)i:1fe(oxazolidinone) 

iflfe RNA 7l^^l 23S rRNA ^"^^V^ in-|-3.^sl-o1:c 

BflS. ol^^]7> RNA^ S-EIS^ ^1321- 1-^ <?1^^H. RNA<^ tfl^ ^-^^ 

ol j^>z§>^o.T^ at!: ^7lA-l«i ^o]^ ^A^-i: 7>:^131 ^i^H^ 

<9> ^ ^x^o) ^tj.^ 1^ 3LAl3£|^ vil^BVo-|>il-^A>^Blr^:fe ^^S. o]^^] , 

<10> >a-7l ^^i-SV7l -^i^^l. 
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<14> o]^. ^ ^Tg^ C-l^ ^^S] 



<16> is\-^^ 1] 

o yo-V OH 

HO 



<17> (^7l-il«^A-1, 2-10^1 ^^<*H. i3>^^*>7llfe- 6«5H, 

<18> Ac^ <^Him7l# M-Bi-^ 

^^]^ vil^r.>ol^3l]. ^A>^elT:1fe^ ^>** 
<20> ^^^^S.. RNA^ 1-^1 * ^^*>^ ^^^^ ^^}^^^^ ^^1-^ «=>>^1 

21 ^ 7>^ ^ '^^^ ^1^1^ -Jd^^M ^J^<^l>»'i* «^l-§-*V^ 
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<2i> ^ i.ili^.DH^-^A>§e|Ti|^ ^lEfl^ ol^^l^ RNA^ 2.E^SOl ^^32]- 

3.^ :§-A]o)] tl-^^ ^ S^^^. 9in RNA(16S rRNA, 23S rRNA)«^l tfl^fl 

16S rRNA 2^ 23S rRNAofl ^o]^<>H, ^j-^tj- ^^^-^ t+Bl-xflJl ^t^. ^^1^^ o.^., 
16S rRNASf 23S rRNAofl ^±^\o]X[-^Ay^^x:]^ nns. o]^n]7} i.il^^>ol^6fl 

H]«H 60 «11 ^ 30 n "^^^ q-Bl-ifl^^t.^. -%AV^5lt:lfe-<=fl tfl-Sfl 

z^-2^- 300 tifl ^ 4,000 Bfl^ ^7>* uJ-Bi-xflSit:!-. JSEt!:, RRE RNA^ 

<^1^^ '§7]Ai^^ 7}^. rRNA'2i<^ tfltb ^<^1^^ V}-^^^ 4^ 9X^^. 23S 

rRNA^ ^-f ^fl-f ^-^ RNA Ai-^ojoili 1:^^:2. vil^P>ol^-^A>l^Blrlfe nns. o]^ 
7].;;,]^ o]^ :^o]7} M]sm ^ RRE RNA^ ^-f 

<23> ^}7] ^-g-^ 1611 Wl-fil- :y-ol, 
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^1-^ 1); ^ 

<25> "gol^il ^^-^^ 4^ ^^1-31- ^^jL7t|l* ^-§-^15^ IS] 



<26> 1^-%-^ 1] 



.NHBoc 



o 

F ^NHAc 



RnnHW I 



NHBoc 



^^^NHBoc 



HO 

3 



NHBoc 



NHBoc 



BocHN- 



HO 



NH2 



OTOr-NH2 



OH 



o HOr-'^ 

H2N^..2^^0H 
HO 



<27> n<=>l 2-10^ ^^<=>H. 13>^^*>7l1^ 6<^H, 



<28> 
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<29> Ac^ ^'Hl€7l<5lT^. 

<30> Bocfe ^-:^^^Al^>^:e.^7l» ^^M.) 

<3i> 1^ '^7]^y(^^<^] 2^ ^^M:^ 3^ ^^1-* -^■gr'^l^i 5-10 

Al;?V^«a: ^-g-Al^^ 4^ sl-^l-* "gfe ^^S-. ^7] <§7l^ K2CO3. Na2C03 

Cs2C03» tiV^^*>7l1^ CszCO 3» A>-g-^i:f. olx^j ^Bfl^ 

DMFCdimethylformamide), DMSOCdimethyl sulfoxide) oHls^^m(acetonitrile)^ 

<32> ^7^] 2^ ^<H^ ^^-^ 4^ ^-:^^^Al^>sii^7U^-butyloxycarbonyl. 
Boc)-i: ^^SL^7] <S^. ^\-%-^}^ . «>^^^V 

<33> S^, 2^ S^^M:-^ *>7l tiV-g-A] 2S\- ^o]^ ^7] 5^ 21-^1-* 

.§71 ^;xll*Hl 6^ ^^^^ ^-§-^15^ ^<H^i=^-. «>^^*}7fl -^71 ^■%-^] '§71 

^ SlBl^l^ A>-8-«Vr^, -g-nfl^ CH2Cl2§ A>-g-tt^. ^^tb, ^"§-^3^^ OV^]^ , ^-§-^1 

<34> [^-§-^ 21 

o 

o ^JL^x o 

"O-^A ' — ^ ,>0-p-rV 

V_NHAC , ^ *-NHAc 

5 ' 

<35> (^7l<^ollAi, AC^ <5Hm7l» 

<36> 21-21- ^^^l^S., CI, Br afe Folcf.) 
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*H x^u||a.?^S ^^#3}. ^•%-^']^ ^^H^icf. 



<39> (^7l-i^«^lA-1, 2-10^ wV^2l«T-7im 6«^H, 

<40> Bocfe t-^^^^1^>=.ii^7l« 143^-1^ ^oH, 

<4i> TIBSOfe :eelo]>LHS.^*i^7ll- M-Bl-^ ^oH, 
<42> 2-10^ ^^'='1^. «]-^^*}7flfe 6<5l4.) 

tl-. ■ • 

<44> 3^ ^^^^ ^j^lH^S.. ^^l^^S. 5|-%l-4 7^1 ^^*-8: •§7] 

«§7l^ K2CO3, NagCOs Sfe CS2CX) 3» ^}-§-*H. DMF. DMSO <^>^ 



<38> [«]:-§-<^ 31 




HO 



HO 



3 
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<46> ^ ^^s^ tll^pMAi-^AV^siic^fe ^EllS- ^m^^ RNA S-BlS^ >il33i}- -f-i: ^ 
AH oi^% ^ o;tol tfl:^^ ^-S^l<^>^i RNA(16S rRNA. 

RRE RNA, 23S rRNA)<^ tfiSfl -f^tb ^^^^ ^^^^ . '=>]^ tl^ ^^^fl^ ^ 

c^ai 7>;^i y^im^s. ^ 9X^n, ^Mm^ ^'^^]^ ^v-g-^v^ 

^^^]. ^^^1. ^«fl^K ^^^1 ^V^^H s^l 

^cf. ;§^^o^» Jl^ :^1^1<^^ ^^1. ^^^1. ^^^1 

^>u|- o]^sl ^Mr ^r^^-ff, ^^^^ ^S.^^. 

4?<>1 S^y^]^^. atb ^^^] ^l^'^^l ^>^^il^ ^BleflolE ^3. 

A>-8-€c^. ^<=^» ^l^lS-fe ^^^1, ^-§-^^1. -fr^l. ^l^^l ^''l "^"^ 

^^^1 ^'^'l ^ ""l"^^ ^"^^ "^^^^ 

-8->il, #B1<^1^^ -^^^ ^''^^ ^^^^ ^1 

Ti>3S.S, S€ 61. T'm^;^!. ^sl'^ll", ^^l"^ ^'^'l ^>-§-^ ^ ^ 
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q-. o^tiV^o.^ ^1^ 1 kg'S- 1^ ^^Ir-i: 0.1-50 mg^ "^=^5. 

<:4g> o]^ -^aHH] ^^c^ -i^^^. 

<5i> <;»11S<^1 1> 2^ ^12: 

<52> 34 mgCO.lO mmol)^ 5^ ^A>*el^fe -B-S.^! (Qxazol idinone derivative. 

Brickner et al . . /. Med. Chew. 1996, 39. 673~679)ofl ol«^^^ (2.0 m*)» ^7>^> 
^^^611 511511=1(0.025 in£. 0.31 mnio!)4 :«S.S-<iHl€ J^S.i'HJ^Cbromoacetyl bromide; 
0.013 M. 0.15 mmoD* 0 13^1^^ ^7H>^t^. <^<^^ «J:^^^#^ ^^'^l^i 1^1 

^ c.^^ Na2S04S :?iSA]7lJl ^i-<a-^^*>^x:V. ^«=>1^ ^^"i-i- ^s1?>^ 3.^ 
n>S.li5fl:5|(CH2Cl2:MeOH=10:l)S. ^;^1«M 2^ ^^#(33 mg. 72 - 

<53> iHNMRCCDCls, 300 MHz) 57.50 (dd. J=14.2, 2.5 Hz. IH), 7.10 (dd. J=8.8, 2.4 
Hz. IH). 6.99 (t. J=9.0 Hz. IH), 6.13 (t. J=6.1 Hz. IH), 4.82 -4.76 (m, IH). 4.13 
-3.51 (m. lOH). 3.16 (t. J=4.9 Hz. 2H), 3.08 (t. J=5.0 Hz, 2H). 2.04 (s. 3H). 

<54><^ahi i> vii^p>oi^-^A>#Bici;fe nns^ ol^^lo^ 

<55> (^^\ 1) 51-^ ^ 4^ ^-^g-^ 
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<5e> DMF(1.5 M)*^] 2)-^^ 331 ^^l-(97 mg, 0.072 md)^ 1^ ^^l-(33 mg. 

0.072 mmoO* -g-«fltb ^ Cs2C03(24 mg, 0.074 mmoO* ^7\^'^A. ^<=>1^ 

cf. ^Hin^ a.S.T'l-£:3L2fl3^(CH2Cl2:MeOH=10:l)S. -^A^^^ 

^-^-^ 4^ s}-^€-(101 mg, 81%)-i: ^^i^. 
<57> IH NMRCCDsOD, 300 MHz) d7.53 (dd, J=14.5, 2.4 Hz. IH). 7.18 (dd. J=8.8 Hz, 
2.1 Hz, IH). 7.07 (t, J=9.1 Hz. IH), 6.68 (br d, J=6.68 Hz. IH), 6.49 (br d, J=6.3 
Hz, IH), 5.32 (br s. IH), 5.19 (br s, IH). 4.94 (br s, IH), 4.83-4.75 (m. IH), 
4.23- 2.60 (m, 39 H). 1.97 (s, 3H), 1.65-1.24 (m. 64H). 
<58> 2) W-^ 1^ vil^pVoU1-^AV#B] rj^ ^iBllg. om^l^ 

<59> ^7] 4^ 5|-^1-(101 mg, 0.059 md^^ ^■S:^3:'a:(Trif luoroacetic acid, 

TFA; 1.5 me)^ ^^^31 30«-:L> ^^<^^i S'^^VS^^- ^-S-*^#-i: ^^J"^^ 

t!: ^ prep-HPLC (RP-C18 column, 0.1 % TFA» H20:0.1 % TFA* 

MeCN=70:30)S. ^A^\^ ^^:?iS*H 1^ vfl^pVol^-^ 

^^IS. 01^^1(78 mg, 69 %)» 
<60> IH NMR(D20 . 300 MHz) 57.09 (dd, J=14.0, 1.9 Hz. IH), 6.91-6.87 (m, 2H), 5.70 
(d, J=4.0 Hz. IH). 5.04 (d. J=2.0 Hz. IH). 4.94 (d, J=1.4 Hz, IH), 4.04-2.69 (m, 
38H). 2.45 (dd. J=13.4. 7.6 Hz. IH), 2.27 (q, J=7.3 Hz, 4H). 2.17-2.11 (m, IH), 
1.62 (s. 3H). 1.54 (q. J=12.6 Hz. IH). 1.29-1.18 (m. 4H). 1.05-1,01 (m. 4H). 
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<6i> 13c NMR(D20. 75 MHz) 5175.2, 171.2. 163.9 (q. J=35.2 Hz), 157.0, 134.7. 

120.9, 116.7 (q, J=290.1 Hz), 116.2. 110.8, 109.0, 108.7. 96.0. 95.5. 85.8, 80.5, 
78.9. 75.4. 74.1, 73.2, 72.8, 71.3. 70.4, 69.8, 68.3. 68.0, 67.7. 54.0, 51.4. 
51.2, 51.0, 50.0, 48.7. 48.6, 46.2. 42.1. 40.8. 40.7. 34.6. 33.0, 32.1, 31.9. 
29.1, 28.7, 28.3. 27.9. 27.7, 22.1. 

<63> ^ ^^-^ '^i"S^:£ IS. 7]7Cli^^ 16S rRNA^ RNAi^- ^^^^J: 25. 7i;4|s)fe 

16S rRNA^I RNA. 
<64> >H<i^5: 3 <>g 7l;t|)£|^ RRE RNA^l RNA^il- A3. 7]?^^^ RRE RNA^ 

RNA, ^ 

<65> A-1«i^:2: 5S. 7l:^flsl^ 23S rRNA^ RNA^l- 6-^S. 7l7fl£l^ 23S rRNA 

^ -^VBl^i RNA* >llS-5>^4. 

<66> g ^ 7}"^^ mh(^^ (sense)sl- ant i -sense), ^2^- 2.5 

nanomole), 5 >^#-§-^(200 mM Tris-HCl, 30 mM MgCl2. 10 mM ^iiS) ^(spermidine) , 
50 mM NaCl. pH 7.9; 20 /d). 100 mM DL-i::f'^mol^E S|lol^(dithiotheitol . DTT; 20 
fd). vil 7^^ 2.5 mM ^#^II.2-Bl-olH. ^^o] i^j^^m ^^^(NTP 20 fd). T7 

RNA #slx^2l->^l(polymerase. 50 units/mfc: 1 M) ^ lr(34 M)* 37X:^]^^ 2 a] 

^^'^ tir<f*V^^. 1 /^^ RNA ■g:^jL4i7> ^<^9X^] ^-a-CRNase-free) RQl DNA 

^^jL:t(DNase, 1 unit/in«)» ^7^3. 10 37t:«^A-l ti11<3=^^^. •S'H^ ■§-^^"=fl 
100 ui^ PCI ^^^-^ (:^^:#5.S.5L#:«^l4i=£S.:^-ir=25:24:l)^ ^7mJL 5 
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6\]X\ ^<H^ -g-^* 14000 rpm'^'H lO ^51^51 1^. 'S"^^^ 

^^-aoj) i^ji ofl^^ ^;^<>|) ^^c^ RNA» ^^^m^^. RNA^ 20 mA^ ^7] 

* 30 ^7]<^^^V«^ 7.0 M -f5fl<:>>(urea)7]- ^-R-^ 6 %^ ^^o}3.^c>}xj]b. 

(polyacrylamide)<^lAi ^^l^V^i=f. UV ^^^<=>fl H"^^ RNA «J^(band)» 

Afls.-^ 500 ui^ ^-f^-g-^Celution buffer, 0.5 M ^S.^ oM^o] 

MCammonium acetate). 1 mM EDTA. 0.2 % SDS. pH 8.0)^ ^7}^JL 37lC<^^i 4 aI^^^oV 
»S-^1«>^^. RNA* ^W^S. ^7]JL ^ -=^1^^ ^ 

^1*]-^^. ^^1 ^ RNAS1 260 nm UV ^^^^^S. ^^*>5ii=l-. 

<67><^-^6ii i> ^-o]^ rna<^i ^^^v^ 

<68> BllEs^.Tjn^S.^-i?l(Tetramethylrhodamine)<^l s^-^S-t^^o] a] (paromomycin, 

7] "CRP"B}- ^>«V^ ^3i}-tfl«}-5:) ?iS.(Rando) 3il=T"^<^>H ^'H^i 

A>-g-^].^ 0.0^ , ^%^^l-(fluorescent probe)S A>-g-B|-^rf. ^]^^^ 

^^(anisotropy) Perkin-Elmer LS-50B .^%%^7]<^] 20^5^ ^^1*> 

<^ ^^^}'^^. CRP^ 510 nm SEtb ^ ^^^^^ 550 nm<^>H ^^^V^^. 

t^l^lB] tb^^ ^^tfl 7 ^1J*V5a-^H ZL ^ 71-^ €- 7}^ ^ 

^ 7flS^ cflolEls. c>l-g-§>^t%. 140 mM 

NaCl. 5 mM KCl. ImM MgCl2, ^ 20 mM HEPES pH 7.5» <^l-g-^ ^^-§-^<=>ll^i ^1i*>^^. 
CRPS\- RNA:?>^ :i^^^(Kd)» ^^*Vfe ^tj-i] I5i|- ^14. 



<69> 



A=Affi-M{([RM]o+[CRP]o+Kd)-([RNA](ri-[CRP]o+Kd)M[RNA]o[CRP]o' 



It 2 



[^^^ 11 



<70> 



(^7l^ofl>H. 
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<7i> RNA7> CRP^ n% <il^1}-^^ ?Jt<^H. 

<72> Ao^ RNA7> gi^ CRP^ ^o]-^, 

<73> DA^ <=^a] RNA RNA7> ^4: ^^1 ^l-^^J"^^^ "?« ^^^Mt^. 

<74> [RNA]o^ RNA^ 3i7] ^:£o]T^, 

<75> [CRP]ofe CRP^ ^7] ^SlO]v^, 
<76> Kd^ ^^^^^<^1^.) 

<77> >a-7l RNAiil- CRP^ -^3^tt ^-^l-i: ^-^^^ ^ 

4^ ^-§-<^ CRPfe RNAS.^Bl ^BlsjS ^^^VJL^q- *>fe ^-^^-^r RNA«^1 

KD^* 7V;^]7ll KD ^#*>^ ^1-71 2^ Kd 

KD^ ^^-^d^^l <=»>\i ^#(non-linerar curve fitting) iJ-'^'^fl s]^>oi^ <i!:#«>^ 

[Aminoglycoside](j={KD(A. -A)/[Kfl(A-Ao)+ll {[RHA](rK4(A-Ao)/(A« -Ao)- 

^ , , , [CRPlo(A-Ao)/(A.-Ao)} 
\^^^ 2] 

<79> (^7l ^<H1>|. 

<80> KDfe RNA^^l- >^flS.^ «i>f]ic:#c|SA>oljE.iq-Sl ^^-^^©H , 

<8i> . [Aminoglycosidelo^ ^^^V^l^V *>fe oMi^^Hl^Al-oljB^ ^7l^£oH. 

<82> Afe ^^S--^ <5l^1}-''^ ^*^H. 

<84> Aofe- S.^ ^V-^S-^tiflo; ol^ig->^^ 
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IS 11 



zl- RNAon cUvV ^BflS. ol^^ls^ :t^^ B151(KD) (iS-^ microti) , 




v||ip|-o|A| 






16S rRNA 


> 2 


10.3 


0.034 


RRE RNA 


0.18 




0.54 


23S rRNA 


> 2 


260 


0.063 



^ 16S rRNA 23S rRNA'Hl i-iliL^>^1^^ «1*H i+Bj-tfl^ o.ja^. <g 

37l7> nfl^ rfSTfl v^-Ei-^^ <S: ^ $114. ^^H-^S, 16S rRNA^q- 23s rRNA ^ 

^ 30 i3fl o]^^ ^Al-^Blr:!^ ^^^<^ 300 

«fl ^ 4.000 tiflS^ ^ ^^4. ^71 «q- m^q-^ ^ ^^<^l^i 

'§71^1^^ 7>:^ rRNA ^<^1 i-i]^i='>^l^-^^ms1 clfe ^14S.-<im^H ^tt 
^7].^ x+E|-ifl51 ^ ^^^^ ^7>^ 23S rRNASl 7^^<^ 3.7)1 ^^Ej^r^- 

23S rRNA^ ^-f . ^fl-f RNA *^-&V^ vil^p>ol^-^A>^5lrlfe ^1^1 
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<87><-g-^c^] 2> tflt!: ^-^J 

<88> ^^-i] is^ ^^^^ ^o>:e.7i ^*>o^ «i-7i5q- ^^^1-^4 

i^iAVo^:^, <a^^^. ^€*>^ m^^^ ^^V^ ^o^Ag^^^ ^A>» ^ 

Al^>^o.o^, ^^-^S. ^^^^7]S3t ^7j-^7l5l olAj-o^^^ ^€^1-514. 

1:^ SiSi^^. m^^>««l-. m^'^^^ ^^}. ^'^l^i:^ ^^^^^^ 

^Sik^. o]^^ ^"^^ 51-^1:^ ^^<^1^i 10 rag/kg 

q-Hl-xfl^l a|^^lA>^(LD5o)^ 10 mg/kg ol^oi o].^^ # 

<91> ^7lol]A-l #3^^ til-Si}- ^o], ^ ^tgo^ IS Vll^P>olAl-^A>^Bl 

^EjlS.-«:>l^^^ ^^^m ^1l-2-i^><»l^ ^ ^>^>^2l4fe«=fl ^l^'^*^ RNA(16S 

rRNA, 23S RNA)<^1 tJ^^ ^^n^] ^^^H . RNA S.^^'^d 1-^ ^^H1 ^ 

^^t^, RNA* ol^^ <§7lAi<to]l ^ol^^ol s-A^^ ^1=1-. <:>1^4 ^'^l. ^■ 

o]^ RNA» ^^-i: ^-iim ^ sx^ ^ov^^ ^7>fe ^^^m ^ ^-ir 
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o}xJiE\- o^^c\] ^^-s-^ tfl^^-^s. y]^^ «1-&H ^-1^ 

S.¥<^1 -f^t!: ^-^S -a-§-«>7fl ^ 
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AcHN 




HO 

( ^7]^<^^^, 2-10^ 
2) 

^1 l^J-^^l -^71 vil^P>ol^-^A>#elclis- ^ns, o]^y^]7\ 16S rRNA. RRE 

RNA 23S rRNA^q- ^o]^^ ^^^^>^ o.^. ^Vfe vfl ^-^A>^ 

21^^;^ ^BllS. 
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^1 3^<^ SZ^^i. ^ol:^oi ^^ol RNA^ iiilS^Bl- ^^H ^^«>^ 
[^^% 5] 

^] 9X^^^, ^o]^o] ^^o] RNA» o]^^ 'g7lA-l«i s.ol^6i ^-^oi 
[^^^ 61 

^-§-^ 1<^]A-1 l3>sq- ^o], 

^^-^ 4^ ^^#3}- IriiJ::^!* «V-§-^l7^ 1^ 
1 
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F ^NHAC 




•NHBoc 



NHBoc 



...... 

O " V-Oy OH 



NHBoc 



NHBoc 



O HOr*NHBoc 




BocHN-...,/^7^SZoH 



HO 



AcHN 




OH 



O HOr" 

H2N— ^-T^iZoH 
HO 



(>S-7l^<^lAi, n<5l 2-10^ ^4^<*1i^. 
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71 

5 * 

( '8-7l^oll>H. Ac^ ^}^M7]mr M-Ef^ ^<5H, 

CI. Br F<^]^.) 

[^^^^ 8] 

6«J-<^ ^'H>^i. «^7l7> K2CO3. Na2C03 Sfe CS2C03«*H. "^71 ^^^]7} ^ 

^-tt. ^-i!: SEfe ^Ir^^-il:^ ^^-^^ 

<110> KOREA INSriTUIE OF SCIENCE AND TECHNOLOGY <120> HETERODIMERIC CONJUGATES 
OF NEOMYCIN-OXAZOLIDINONE, ITS PREPARATION AND ITS USE <130> 2p-01-13c 

<160> 6 <170> KopatentIn 1.71 <210> 1 <211> 49 <212> DNA <213> 
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Artificial Sequence <220> <223> 16s sense <400> 1 aatttaatac gactcactat 
agggcgtcac accttcgggt gaagtggcc 49 <210> 2 <211> 49 <212> 

DMA <213> Artificial Sequence <220> <223> 16s antisense <400> 2 ggccacttca 
cccgaaggtg tgacgcccta tagtgagtcg tattaaatt 49 <210> 3 <211> 

52 <212> DNA <213> Artificial Sequence <220> <223> RRE RNA sense <400> 
3 aatttaatac gactcactat agggtgggcg cagcttcggc tgacggtaca cc 52 <210> 

4 <211> 52 <212> DNA <213> Artificial Sequence <220> <223> RRE RNA 
antisense <400> 4 ggtgtaccgt cagccgaagc tgcgcccacc ctatagtgag tcgtattaaa tt 
52 <210> 5 <211> 25 <212> DNA <213> Artificial Sequence <220> <223> 
23S rRNA sense <400> 5 ggactcgctg tgaagatgca gtgta 

25 <210> 6 <211> 25 <212> DNA <213> Artificial Sequence <220> <223> 

23S rRNA antisense <400> 6 tacactgcat cttcacagcg agtcc 

25 
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AiS^^AI i>^Ai^ a^7§ 351-89 ggJ-a^mOISOHU^ 
4-806 

KR 



KWON.Miyun 

71 1230-2123225 

137-030 

AiMSAI AiS^ 
KR 



SCHOHUM 102-105 



7. SfDIOm^ 2-405 



PAE.Ae Nim 

620520-2402931 

138-240 

AiS^^AI ^m=P- tlBB 
KR 

nm^ 

KOH.Hun Yeong 

560919-1000116 

142-107 

AiM^^Ai ^^=? mm 

110-701 
KR 

6 



£121 0'^ 
51*" (21) CHSiei 



1353 SK^elMAIEIGHH 



§121! 



(2!) 
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20 S 
10 ^ 

0 a 
9 m 

436,000 ^ 
218.000 m 

1. fi2fA-1-9AHIAi(£a)_1 



29,000 ^ 
10,000 S 
0 S! 

397,000 m 
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y^]^ ■^X\.^^t\^3!\- ^]^^}o]^^ dzno]/.^s. <?1^€ ^^1^ <=>1^^ 7>:^^S. 
RNA MSCmotif)^ ril3(stem)3|- l-(loop)» ^^Hl ^-^^ 4^ ^-^^ • RNA^ 



1 




HO 



(•^^7l^oiiAi, Ac ^ n-€r ^^tb w>^4 ^^.) 
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Ail-<2-4^m-^>^>«2li=1fe ^^1^ ^ -g-:£{HETERODIMERIC 

CONJUGATES OF NEOMYCIN-OXAZOLIDINONE, THEIR PREPARATION AND THEIR USE} 

^o.^, ^j^ll 70~80%» ^-fr-sl-JL 9Xt^. OL^-^, (encodiiig)*> 

^ RNA«11 ^^}y} ^^}7} € ^ ^^1 ^ ^^^l^^i. RNA«^1 ^-g-^ ^ 

<3> RNA ^^H1 tflt!: ^S^^^ ^^7]- RNA ^7^7} 7\^ ^^7} 

5)7] rii^iS.7> 'g7l-5S-(base-pai rings)* 9X^o\ tb^. . 

RNA^ mk^^ t^=.7ll 'S7l'5S-* ^-8}^ ^^(loop)-i: 7}7]JL , <^1* 1"^ 

^;5^ s.^^ 2^> 3^> <5l^jl Si^^ ^^asl^it^. <=»!* 3*> -^-S 

"a:^^ ^i^q (pocket) S-<a=* o]^^ o;tcf. 
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Jl Slfe RNACribosomal RNA, rRNA)*^-*! 

^5<i*>^ 16S RNA^ A A]-o]E(site) ^ RNA '§71 A^^ol ofl^ ja. 

^s|ol «.^ol o;io.p^, ojHi ^€^1^ ^^^^ 4^ SX^ ^S. 

€ ^ SX"^. 'U^S., o>Tili^#s)-o]s>«.>o]£.(aminoglycoside)^ ^>nlii7l 
(amino group)* 7>x]jl ^^t3^. ^^S^^ pHoflAi ^^f^*}* 2lfe ^^^^ ^-^a^ 

^^t!: ■¥-?1^ rRNA^ 16S rRNA A A>o]Eofl ;f ^ 3j--g-^o] :g4^ ^o] o]n] 
;^ Xl^. NMR ^S-St^"^ ^*>^, RNA5^ ^^(stem)^-g-<^ o1-ti]i^^ElSA>o] =.7]. 
^ASA^ ^2:7> ^<>|^ ^Bfl^ "t (extended loop)* o]^^ ^^1 

H-^^cf. o]^^^ RNA«^1 <^>^li.^#elSA>o]=.^ ZL M-o]A^6\]X] o^;^^ 

^^1^^ ^t:!-. ^, <a=^^>€ oVt.]i^^5lSA>ol:B^ ^^^> ^ RNA^ 

2 3 :*>€^. 7>^ <5li^ RNA <m£. T3>olaLS#(inicroM) 

OfO.^A-10^ Jr^A^o] igOl^lJl $;tt^. 

^ A]£7l- ^x:f. :^ ^>5^1|^ o]-ti]ic#BlSA>o]H.* ol^^](dimer)S 

^^S.. ^ 7llSl olsq. :£s.o]^^(homodimer)» 

RNA<^ #<5l^^ ^^^^-i: ^^]^ ^ 
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^^7]- RNA^ll 2 7fl ^7fl«- x4J^ol e ^-^^ ^^7> ^^Sl^^ S^-^^o] 7M 

^ ^olA^oj)^ ^ ^^7> -afl^lS (heteo-dimer) <^}-t'lic#Bl 

SA>o]ci- ^IS^V^ <iMic^e|-o1SAl-oliE.st)- ^-§-71 -I- 7>^ sl-^lr-i: 

^^^>^ ^^1^. Tor '^It^'^I ^*>^, <5>aLel^(acridine)<ile1-^ 

^iZLPl-t!: oHic#BlSA>o]co^ ;f^6fl ^Bfls. ol-^jsfl^ RNACRRE 

motif)«^l z^7>5? ^<^7^<^ ti]^ o}: loOtifl ^£21 ^ol^^ M-Bfvfl^itq-. o>aLBl 

•S7l^* ol^jL :^^oll ^^Ubulge)^ '§7]s1- 

A}o]2\ olAlofl o^^].c^ ^^^l^T^f. <=>1^ ^'^^l. ^^1^ ^ 

ri^llole)-^ ^<^1^^ 7Mj1 '§7lA-1<a ^o]^ol;^l^ ^^VcV 

^ ^o]c).. ttl-Bj-A-^, -^^^^ 'H^^ 7>^ RNA 2.El^6ll ^^*>fe ^^1-^ -f-Cloop) ^■ 
O]^o] ^2:^ ^-^^-^ ^ Slfe ^^1-^ *Vfe <iHi^^SlS>«>>«='l^«^1 

^l^m ^]^^] 7>^H, ;^l2:^V7l ^ sj-^l-^ 'il^* ^'^l'"^ 
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<7> ^^<^ 7ll^^ ^-^3^ ^ *>M-^ ^AV^Blcl^Coxazolidinone) 

^^fe 23S rRNA^ '^^<^ €^*>«^ ^SL* M-b?- 

vflfe RNA ^^^-H, 7l^ofl 23S rRNA ^^s^>fe p>3.S.5l-o] = 

o] 'g7l>H«i ^o]^ 7>^lul ^oViflol ^ ^tg^ 

<9> ^ s^-^^ IS s^i^i^ tii^T3Vo-|^-^A>^Bii::ife nns. <^i^^i. 

<10> ^7] ^'^^^>7l ^tH^i. 

4. 
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<16> iS^^^ 1] 



<17> (^7l^oflAi, 2-10^ ^n^<^H. wV^^l^VTllfe- 6oH, 

<18> Acfe oHm7l» t+Eflfi ^o]c|..) 

l-il^Ti>olAl3lj- ^A>^Elci^o^ ^T^^ ^ojo^ A>^^ 7>^ rf^J^ 



<14> 




HO 
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<2i> ^ ^Tgo^ t|l^p>o]>tl-^A>#ElTi)^ nns. ol^^lfe RNASi 2.Eln^ ib^sl. 
f-i- Si-^^, -y^fl RNA(16S rRNA, 23S rRNAHl tfltfl 

16S rRNA 2^ 23S rRNA<>fl ^^^^ S^^* M-B)-uflji o;ixq.. ^^^6.^, 

16S rRNA^.23S rRNAofl tflSflAi til^ii>o]^-^A>#e)cl^ ^ill^lS. <im^fl7l- v|1^p>o]^o11 
Hl«B 2^-2^- 60 Bfl ^ 30 afl o]^o^ ^■^'^^ «j=^* , ^A>#E^t:^feo|) tfl^ 

300 Bfl ^ 4,000 iJflSl ^7>1- q-Bl-ifl^c|-. SEtb, RRE RNA^ ^-f 

S o]^^]oil o^tb ^^^^ ^^7> RNA£ ^ #^<^1 1^5^- 3.7] 

7} Pfl-f rfSTi^, RNA 2-ElS.7> 2.^ ^^3]- f-^ 7>^lJl ^tf S>t:-l5^-3E ZL ^oflA^S ^ 
<^1^^ ^7lA^«g^ 7m rRNA^fil i:fl^ M-^^* ^ Si^^f- 23S 

rRNA^ i^fl^ RNA a^-S^oAjse 1:^^31 vil^P>o] Ai-^A>s.e^ tzlfe ^1^11^ o]^ 

^7} 7}^]^ ^-^^^ ^^5]^^c-fl, ojfe ;gol7> tilS^^ Zi. RRE RNA^I 

<22> ^ ^tg^ ^7] 15. s-*'!^^ l.ilil3>olAl-^A>^e^c^fe ^BllS. ol^^l^ 

<23> ^^]^0.^, ^-7] ^-g-i] lofl^i Wl-sq- :^o], 
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<26> [^-g-^ 1] 



F *-NHAc 



NHBoc 



NHBoc 



O HOr^ 
HO 



^aSi^^^^\^ NHBoc 
' OH 

NHBoc 



NHBoc 



O " ^OH 



BocHN 



O HOr"^' 
HO 



NHBoc 



AcHN 



OHOr'NH2 



H2N~.,/.7Ji/.OH 
HO 



<27> 



(^7l<^=^o^]A^. no] 2~10S^ ;^^olT3^. B>^^^>711^ 6^H. 



<28> 
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<29> Acfe ^H1^71o1t:^, 

<30> BOC^ /-^€^^m=^^7l» x^n^ ^^]^.) 

<3i> 1^ «S7l^7l)*>«ifl 2^ 3^ ^^1-^ ^^'^fl'H 5-10 

^m^^ ^-§->«l>^ 4Sl ^-^S.. «g7]^ K2CO3. Na2C03 

Cs2C03« 4-§-^i^. w>^3]^>7ll^ CS2CO 3* ^>-g-t!:i=f. -§-"11^ 
DMFCdimethylformamide), DMSOCdiraethyl sulfoxide) SE^ <:>HlS.i^S^(acetonitri le)^ 
'^V-g-*!-!^, w>^^^»ll^ DMF* A>^t!:4- 

<32> 2^ ^'^^ 4^ r-^^^AlT-V^-Ji^yK^-butyloxycarbonyl, 

Boc)^ ^:a.:^^7l ^-ar. 2,^ 5E^ ^Ir^^-iV-i- -^H-^V'^ . tt>^^*> 

<33> Sl-^^ 2^ *>7l ^-g-^ 2Sf ^o] , ■s}7] ^-^^ 5^ ^^l"* 

'§71 ^;cfl^H] 6^1 Sl-l-l:^ ^^o]^^. ^l^^^M ^7] ^^a] <g7l 

^ A>-§-«1-T^, CH2Cl2» >^>-§-^4. ^-§-^£^ 0t:olT3^, ^^A] 

<34> [«}-§-^ 21 

-C'-p^A — ^^^-^ .yo^A 

F *— NhMte F "-NHAc 

5 2 

<35> (^7l^«^llA^, AC^ ^l->^im7l» 14^1-'^ ^olP^, 

<36> Xfe ^^^^S., CI. Br SEfe pole)-.) 
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^«^) ril'^s^:^ ^-1-^1^ ^<H^4. 

<38> [ti>-^^ 3) 



<4o Boc^ t-^€^^1 n^:a.^7l ♦ ^ , 

<41> TIBSO^ EE)o]::hSS-^#5.^7l* M-El-t^ ^<*li^, 

<42> 2-10^ ^^^H, w]-^^*>7]l^ 6o]tl-.) 

<43> ^^A^ 7S. vil^TJ>olAi o.s«-E] ^^1^ HJ-^-^S. 

<44> ^-8^^ 30:1 ^^1^ -C^nfls^jg. S|--^l-ul)- 7St\ ^^S-* «§7l 

^71^ K2CX)3. Na2C()3 CS2CO 3» ^''V-S-^M. -g-T^H^ DMF, DMSO 




NHBoc 



HO 



HO 



7 



3 
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<46> . ^ ^^s] vil^D>o]Ai-^A>^B:)cl^ ^MS. om^l^ RNA S-H^S.^ ^ 
aH oi^^ ^ tfl:^$ ^•^^'^fl^i 2^:^-^*^ ^:^*>^ -^^^ RNA(16S rRNA. 
RRE RNA, 23S rRNA)^!! tfl«fl -^^^ ^"^^^ M-^Ml^^ . 0]^ 01^ ^^^l^^ ^ 

^fil o^&l 7>^1 ^ 9X^^. ^1^1^^ M.^ ^}-%r^^ ^^^1, 

f^^^i. ^^^]. ^m], n^^] ^\-%r^}^ S^l 

-^^ 2:^1 ^t^.. atb ^^tb ^^^1 '^'l^'^'fl ^Bjeflole ^3 ■arlr^l*:^ 

A>^:gii|-. :f.o^» ^^^^1. ifl-S-^J^I. -B-^K ^l^^l ^^^'l 

E.^ :^^T2]^]^ ^^^-l 5L-t€ 4^ 91^. ^]^^ ^tb 

-§-^. -^^-g-^iis.^ s^^'S^ei^. ^-er 7] 

61. nn^^l. ^21>H11-. ^o] A>-§-« ^ 5a 

<48> ^ ^^cfl rcl-^ -B-Jl^^^^ ^<^^^ 1:%^^^^ ^ 
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^, ^^^-2.5. ^^^<^l7ll l-^^^l 1 kg^ 1^ ^^1-^ 0.1-50 mg^ *^J=^^ 

1^ xfl^l i4Y<H ^ ^^H, w>^z!*>7lS.fe 0.1-10 mg^^m. 

<49> ol«> ^ 'S'^Hl'^^l 

<51> <;t(|S«5fl 1> ^^-^ 2^ ^2: 

<52> 34 mgCO.lO ramd)^ 5^1 ^^W^^]^^ -frS.5)](0xazolidinone derivative, 

Brickner et al., /. Med. Chem. 1996 , 39 . 673 -679)ofl ol<g5).^^ (2.0 in£)« ^7>tl: 
^ii-«2^o]] jil5^^(0.025 roe, 0.31 ramo!):^!- «.S2.«^l-'*fl ^ c (bromoacetyl bromide; 

0.013 m£, 0.15 mmd)* 0 X.<^^=\ ^7\^<^A. ^<H^ ^-§-*^^* ^:£<='fl^i 1^1 

^ o.^^ Na2S04S. ?iSAl7lJl ^<a-^^^>55l^. ^^l"^ ^b1^>^ 

^VS.ZLgfl3q(CH2Cl2:MeOH=10:l)S- ^;^1*H ^-^^^ ^^1^ 25] ^^l-(33 nig, 72 

<53> IH NMR(CDCl3, 300 MHz) <5 7.50 (dd, J=14.2, 2.5 Hz. IH), 7.10 (dd, J=8.8, 2.4 

Hz, IH). 6.99 (t. J=9.0 Hz. IH). 6.13 (t. J=6.1 Hz. IH). 4.82-4.76 (m. IH), 4.13 
-3.51 (m, lOH), 3.16 (t, J=4.9 Hz, 2H). 3.08 (t, J=5.0 Hz, 2H), 2.04 (s. 3H). 

<55> 1) Sl-th^ 4^ ^^g-^ 
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<56> DMFd.S mt)<^] 32\ 5l--^l-(97 mg, 0.072 mid)^- 2^ ^^#(33 mg. 

0.072 mmo!)» -§-«fl^ ^ Cs2C03(24 mg. 0.074 mmol)* ^7}^%-^. ^-§-^-^1-^ 
15^1 :?> 5Lti>t}: ^ ^-§-€-^#* l-*^] ^Sii^. fHlBHojEdoo mA)S 

^ -^^^ ^^MrS. ^7] -e-^-i: Na2S04^ ^ ^"a-^^^V^ 

^. ^^1-^ '^slT'l-^i a.S.p]-S.ZLEfl3^(CH2Cl2:MeOH=10:l)S ^-^^ 

ul^oi ^^l-dOl mg. 81%)* ^Sit^. 

<57> iH NMRCCDsOD, 300 MHz) 5 7.53 (dd. J=14.5, 2.4 Hz. IH), 7.18 (dd. J=8.8 Hz. 
2.1 Hz, iH). 7.07 (t, J=9.1 Hz, IH), 6.68 (br d, J=6.68 Hz, IH), 6.49 (br d. J=6.3 
Hz. IH). 5.32 (br s. IH). 5.19 (br s. IH). 4.94 (br s, IH), 4.83-4.75 (m. IH), 
4.23 -2.60 (m. 39 H). 1.97 (s. 3H). 1.65-1.24 (m, 64H). 

<58> 2) 51-^-^ 1^ vi1.2.pVo1>M-^A>^gjt:^^ ^l6|]g. o1-^^]^ 

<59> ^7] ^-^^ 4S\ ^-^#(101 mg, 0.059 mmd)^ ^^s|-s<J-(Trif luoroacetic acid, 
IFA; 1.5 U)^ ^^«VaL 30€-^ ^^"^H ^^*>^T=1-. ^'H^ ^-g-^^#* ^^^^ 
^ ^^-i-* prep-HPLC (RP-C18 column, 0.1 % TFAl- ^-^ik H20:0.1 % TFA* 

^-^^ MeCN=70:30)S. ^^^1*]-^ ^^^^^<=^ 31^1^ 1^ vil^x^l-ol^-^ 

^}^^^^ nns. ol^^(78 mg, 69 %)^ ^S^^. 

<60> IH NMR(D20. 300 Mb) 57.09 (dd. J=14.0. 1.9 Hz. IH), 6.91-6.87 (m, 2H). 5.70 
(d, J=4.0 Hz, IH). 5.04 (d. J=2.0 Hz, IH), 4.94 (d, J=1.4 Hz, IH), 4.04-2.69 (m, 
38H), 2.45 (dd, J=13.4, 7.6 Hz. IH), 2.27 (q, J=7.3 Hz. 4H), 2.17-2.11 (m, IH), 
1.62 (s. 3H). 1.54 (q. J=12.6 Hz. IH), 1.29-1.18 (m, 4H), 1.05-1,01 (m, 4H). 
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<6i> 13c NMR(D20, 75 i«Hz) 5175.2, 171.2. 163.9 (q, J=35.2 Hz). 157.0. 134.7, 

120.9, 116.7 (q, J=290.1 Hz). 116.2, 110.8, 109.0. 108.7, 96.0, 95.5, 85.8, 80.5, 
78.9. 75.4, 74.1, 73.2, 72.8, 71.3. 70.4, 69.8, 68.3. 68.0, 67.7, 54.0, 51.4, 
51.2. 51.0, 50.0, 48.7, 48.6, 46.2. 42.1. 40.8. 40.7. 34.6. 33.0. 32.1. 31.9. 
29.1, 28.7, 28.3, 27.9. 27.7. 22.1. 

<62> <4Sl<^] 2> RNA^ ^1^ 

<63> ^ Ai^^^ IS. 7l7fls)-fe 16S rRNA^ -^^ii RNA^}- A^'i^S 2S 7l;cfls)fe 

16S rRNA^ <?>e1^>x RNA. 
<64> Ai<g^J: 7]yC!m^ RRE RNA^ RNA^ 4S. 7];»fl£|fe RRE RNA^l 

«a:El>a-!i RNA. ^ 

<65> >H^^J: 5S. 7l;iflSl^ 23S rRNA^ RNA^ a-^^^S 6-^S 7l:^1l5l^ 23S rRNA 
oVB)^:i RNA» >i1S-5>^cf. 

<66> ^5(fl^o.S, ^ 7>i^^ DNAC-a^ii (sense)i^ "?>^>t^(anli -sense), 2.5 
nanomole), 5 >^^-§-^(200 mM Tris-HCl, 30 mM MgCl2, 10 mM ^^s) i^l^ (spermidine) , 
50 mM NaCl, pH 7.9; 20 /d), 100 mM DL-t^<^1b1-o1^e ello]s.(dithiotheitol , DTT; 20 
jid), i-il 7^^ 2.5 mM ^Ssn^Bl-clH. ^^o] ^d^^o]^. ^^1-(N1P 20 jt^C), T7 

RNA ^B^i^el-^l (polymerase, 50 units/me; 1 fd) ^ #(34 fd)^ 37'C«^1^i 2 ^] 

«11***>514. 1 (d^ RNA ^«flJL:di7> %<^9X^] ^^(RNase-free) RQl DNA 

^«flJ:^(DNase. 1 unit/m£)» ^7l-§>JL 10 37TC<^>H iifl'*«^>5ii4. -8-^*^ 
100 PCI (3^-^:#S.S.3£#-:ol^S.S-:^^=25:24:l)^ ^7}^}JL 5 
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<^^'\ ^1-^4. -8-^^ 14000 rpm'^A-l lO ^:(V >^fl 

S.^ i#JL «^)^^ ^^<^ si\^}c^ RNAl- RNA^ 20 mA^ ^7] 

■I- 30 ^:?> ^7l^^^H 7.0 M -f^1ol-(urea)7> f-ft-^ 6 %^ #5] o>H.mo>pl^ 
(polyacrylamide)<^l>H ^^]^-'^^. IN ^*>^ RNA «^ = (band)» 

:il Afl^^ :^a.ofl 500 td^ -§-# ^#-§-«i?(elution buffer. 0.5 M ^5L^ <^H1^*=»1 
:E(animonium acetate), 1 mM EDTA, 0.2 % SDS, pH 8.0)* ^7}^}Jl 37'C<^l>^i 4 ^l^^*?]: 
1}-^l*>5!ii=1-. RNA» #7]JL ^ <^m* ^^^"='11 ^ 

^^1 ^ RNA^ "^^^ 260 nm UV ^^^VSi^-. 
<67><>g-^a|l i> S-o]^ RNA*^ ^^^^ ^T^^ 

<68> ^S2fD|l^Si:f^(Tetraraethylrhodamine)^l ^^-^ ^S-S-i^l^^l^ (paromomycin, 
7] "CRP"e)- %lt!:4.)^ ^V^V^ s]ja)-tfl^o^ ^£(Rando) iil^^<^>«-i ^<>|>H 
''-V-g-^^-^'^ , <5l^* ^^:^^#( fluorescent probe)S. A>-g-«>Sc|-. al^ifj- 
. '^^(anisotropy) Perkin-Elmer LS-50B ^^^^^7]^] 20X:s] ^-arS* ^^1^>* 

^«S-5V^4. CRP^ ^^^^^ 510 nm SEt!: ^ 550 nm^l^i ^S^>^4. 

n^]^ ^^-^ ^^cfl 2^ol£ 7 ^:^* >r:^si.^c.Ti^ ^ 71-^ ^ 7}^ ^ 

^ ii:* ;^171*>J[L tf^ 7fls1 cll^lEl^ <^]-S-*l-^t^. 140 mM 

NaCl, 5 mM KCl, IraM MgCla. ^ 20 mM HEPES pH 7.5* ^l-g-tl ^^^^^^-fl^i t^^S^V^^. 
aS*^ >fl2:^ RNA:?>^ €^^^(Kd)» ^^-ST-^ *>7l 13)- ^t\.. 

l^^^A U A*DA{([RMl^[CRPlrt)-([RHAl^[CRP]..yM[RNAlolCRPl„-'1. 2 

<70> (^7l-i]oilA^, 
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<7i> RNA71- Si-i- t^lsj CRP^ ol^^eJ-'^^ 

<72> Ao^ RNA7> ^-^ nfl^ CRP^ <^1^«J-^^ 

<73> . DA^ <^e1 RNA ^S-^flAi RNA71- «flo^ o]^^^a^s\ ^ i^^o]x^ , 

<74> [RNA]o^ RNA^ 2:7] ^5.om, 

<75> [CRP]o^ CRP^ ^7] 

<n> ^7] CRP5^ -B-£^ -^ofl Aflf-Tfl -g-^*^! ^ 

^3^^ ^-§-«^ CRP^ RNAS^Bl ^B]£|5i ^"^^^ RNA<^ 

^^^\<=^ KD^* 7><^l7|] ^x^. o] KD ^-i: -ilr^^Vfe *>7l 2sq- ^-^^ , Kd 

S)- KD^ "^^^-ti*^] <^>\1 T^ti. (non-1 inerar curve fitting) ^^^"^ ^^\'^ ^#^>$i 
A. ^7] S 16(1 M-B^-xflSirl-. 

[Aminoglycoside]o={KD(A. -A)/[Kd(A-Ao)+ll }'< {[RM]rK«(A-Ao)/(A. -Ao)- 
2] [CRPlo(A-Ao)/(A.-Ao)} 

<80> KDfe- mkSi\- Afls^ o>nli^^ej3A>ol = «4s] ^^^^olx^, 

<8i> [Aminoglycoside]o^ ^^-^ZlA oHic#B^S^>ol 3:71 ^S-O] , 

<82> A^ ^^S^ 
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IS. 1] 

^ RNAofl tfl^ ^Bflg. o]^ns>\ o]a({CD) (^^ microM) 











16S rRNA 


> 2 


10.3 


0.034 


RRE RNA 


0.18 




0.54 


23S rRNA 


> 2 


260 


0.063 



^ 16S rRNA 23S rRNA«^ vil^n>o]^o{| M]t}c^ ^^^^ i+^ifl^^H-S., 

^^oi o]^j6i] rl^^S^ ^^o] ^ ^^<^'H3E ^€s)«^^T=f. ^1-^1^ RRE RM^ ^-f<^1 

^Bils.-om^Hl ^^71- RNAsq- n 42f 

3.7] 7> t|-s»] q-Bj-^^ •& ^ ^4. 16S rRNAii}- 23s rRNA ^ ^-f <^ 

^ 30 «ll o]^o^ ^^^o^ i^Hl-i^^^p^. ■^^^I'^'ll wl^ 300 

Bfl ^ 4,000 tifl^ ^7>» ^ $X^^-. ^7]Si\. ^3!^^ ^ 

^]2i^ 3 7ll^ RNA S-B)S7l- 7l-:^lJl ^M^^, ^ ^'^-'•i^E ^o] 

'§7lAi^^ 7>:5l rRNA ^o") vjl^o>ol Ai-^Aj-^s] cl^^ ^^l^l^-oj^^lofl 
^7>» M-El-iflJil Si-^T^, H ^-^^^ f'7>^ 23S rRNA^ 7]-:^ 3.7ll ^^^$^^ 

. 23S rRNAS] :^-f , cfl^- RNA Ai^<a6|]jE. 1:^*>J1 vil^u>o]^-^A>^Ejci:fe. 
S--ol^^l7> 7>:^1^ ^^^^ ^-^^-i- ^ 9X^n. '=>]^ ^<^17> W]3i7^ ^ RRE 

RNA^ ^-f i-11-S-">ol^-^'«>>€^Bl^fe ■SflBllS.-o1^^^ ^■^^'^l m-2."><^1^ ^^"^ 
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<87><>i-^6j] 2> ^JE<^1 tfl^ Hl;i^:f.<^ 

mg/kg^ -§-^0^^ ^71 2 TJl-Bl^l ^^ifl :f.«^-g|.^rf. X]-^^:^ ^c^^ ^1- 

^ i^lAH-f. ^^*>J1 ^^>^ ^A>» ^ 

Al:s:>^O.D^, ^^^H. ^-''^^S. ^y^^7]9\. ^7^:^7]^ ^S^>^4. 

1-^ ^1^^^, -s^^-^v, ^^>. ^^^^^fe 

^#^^1 ^3^, ^^Mr^ 10 mg/kg ^7};^1 

^Efvfl^l ^5a:-^T3^. ^d[i^l>^>^(LD5o)^ 10 mg/kg <=>]^<^ "?>^t!: ^ 

clfe ■^E|lS.-<il^^fe ^^^1^ vil^pH^ ^ ^^>#eli=1fe<^ «1^«=»^ RNA(16S 
rRNA, 23S RNA)«^1 ^^^o] , RNA S-Hl^oi ^x\c;\] oi^^ ^ 
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s\-n^ 1 

y\»-\/Nv^^ NH2 
AcHN ' 



O V-O-]/ OH 

O HOr-NHa 



O HOr" 
HO 

2] 

l^^^ 3] 

^] 1"^^! ^7] vlliLP>ol^-^>«.>#5:)c]fe nns. c>]^^]7} 16S rRNA, RRE 

RNA SEfe 23S rRNA^if ^^^*>fe ^^-^S. *>fe t11iLP>ol^-^A># 

B^^fe- ^^is <>m^i. 
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[^^^ 41 

4 3*J-«^ 9X^^^, ^7] ^o]^oi ^-^o] RNA^ ^-t ^^Hl ^-^^Vfe 

51 

^] 3*J-oll ^<HAi, >8-7l ^ol^ol ^^o] RNA# Ol^^ ^7lAi^ ^^<?i 
61 

1); ^ 

1 
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o 

F NHAC 



HS 



NHBoc 



NHBoc 



OH 



BocHN 




OH 



HO 



NHBoc 



o " yoy OH 

bochn^,./^^S;aoh 

4 HO 



'■"■^ r I 

AcHN L I 




NH2 



OHOr-NH2 
HO 



NH2 



(^7l<i^<^lAi, n^l 2-10^ ^=7^<^1^. 



Bocfe ^-¥-^^Ai7>H:e.^7m 
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[^•?-^ 7) 

^^•^ 2 



HN 



F *— NHAc F NHAc 

6 2 

( >a-7l>4<^Ai, AC^ «iH1^7l» t+B)-ii ^OH, 

Xfe 2^z^ Cl, Br 2£fe F<^M.) 

[^^^ 8] 

^1 6^«^ ^<H'H, ^7] <§7]7l- K2CO3. Na2C03 SE^ Cs2CX)3'>H . ^7l l::e.:£^l7> 
^, 'a-l::^^:^^ . 

9] 

<110> KOREA INSTITUTE OF XIENCE AND TECHNOLOGY <120> HETERODIMERIC CONJUGATES 
OF NEOMYCIN-OXAZOLIDINONE, ITS PREPARATION AND ITS USE <130> 2p-01-13c 

<160> 6 <170> KopatentIn 1.71 <210> 1 <211> 49 <212> DNA <213> 
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Artificial Sequence <220> <223> 16s sense <400> 1 aatttaatac gactcactat 
agggcgtcac accttcgggt gaagtggcc 49 <210> 2 <211> 49 <212> 

DNA <213> Artificial Sequence <220> <223> 16s antisense <400> 2 ggccacttca 
cccgaaggtg tgacgcccta tagtgagtcg tattaaatt 49 <210> 3 <211> 

52 <212> DNA <213> Artificial Sequence <220> <223> RRE RNA sense <400> 
3 aatttaatac gactcactat agggtgggcg cagcttcggc tgacggtaca cc 52 <210> 

4 <211> 52 <212> DNA <213> Art i ficial Sequence <220> <223> RRE RNA 
antisense <400> 4 ggtgtaccgt cagccgaagc tgcgcccacc ctatagtgag tcgtattaaa tt 
52 <210> 5 <211> 25 <212> DNA <213> Artificial Sequence <220> <223> 
23S rRNA sense <400> 5 ggactcgctg tgaagatgca gtgta 

25 <210> 6 <211> 25 <212> DNA <213> Artificial Sequence <220> <223> 

23S rRNA antisense <400> 6 tacactgcat cttcacagcg agtcc 

25 
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